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DETAILED ACTION 

Status of the Claims 

Claims 1 and 14-19 have been canceled. Claims 2, 13, 21, 22 and 25 have been amended. 
Claims 2-13 and 20-30 are pending. Any rejection or objection not expressly repeated has been 
withdrawn. The text of those sections of Title 35, U.S. Code not included in this action can be 
found in a prior Office action. 

Claim Rejections - 35 USC § 103 

Claims 2, 3, 5-8, 13, 20-22 and 24-30 are again rejected under 35 U.S.C. 103(a) as being 
unpatentable over Braude et al (WO 00/47215) and Pitha (US 4,727,064). 

Braude teaches the administration of CGs for the treatment of a variety of tumors. See 
abstract and pages 7-12. The most preferred compounds include CGs such as digoxin, ouabain 
and oleandrin. See page 15 at first paragraph. The reference further suggests these agents in 
combination with a variety of typical excipients, such as preservatives and buffers. See page 18. 
The reference further teaches dosages and methods of administration. See page 19. 

Pitha discloses the preparation of inclusion complexes comprising an amorphous CD and 
CGs, digoxin and oubain. The complexes are freeze-dried and compressed into tablets with a 
cellulose excipient. See abstract; Table 1; and examples 4-6. The solubility of the exemplified 
CGs is greatly enhanced by complexation with the CD. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was known to modify the method of Braude — treatment of tumors with CGs — by 
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preparing CD complexes, as taught by Pitha, to enhance their solubility. Pitha demonstrated the 
dramatically increased solubility of CGs — digoxin, for example. The steroidal moiety — that is, 
the hydrophobic portion of the molecule that interacts with a cyclodextrin in complexation — of 
oleandrin differs from that of digoxin by the mere addition of an acetyl group. Because of this 
great similarity in structure, one of ordinary skill would reasonably expect success in preparing 
such complexes of the recited compounds and administering them for the treatment of cancer, a 
proliferative disease. In the absence of unexpected results, it would be within the scope to 
prepare compositions of an appropriate concentration for administration to a patient at the 
necessary dosage as determined by routine experimentation. It would be further within the scope 
of the artisan to administer the complex to the patient by any appropriate means. With respect to 
amended claim 13, it would be further obvious to prepare a composition comprising oleandrin 
and a cyclodextrin and further comprising another of the recited CGs for the treatment of cancer. 
One of ordinary skill would be motivated to prepare this combination for the additive effect. 

Applicant's arguments filed December 6, 2006 have been fully considered but they are 
not persuasive. 

Applicant objects to Braude for the silence regarding the solubility issues of CGs and to 
Pitha for not being a general teaching regarding CGs and specifically silent regarding oleandrin. 

In response to Applicant's arguments against the references individually, one cannot 
show nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). 
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As was discussed above, it is Braude that identifies oleandrin as part of the "family" of 
CGs with great structural similarity to digoxin, as well as the same therapeutic utility, and it is 
Pitha that teaches that the solubility of digoxin — known from Braude to be in the family of 
CGs — is greatly enhanced by complexation with an amorphous cyclodextrin. Regarding 
Applicant's argument that oleandrin is just one of "many" CGs that is listed by Braude, the 
examiner maintains that it would be within the scope of the artisan to select any of the 
compounds specifically named by Braude with a reasonable expectation of success. These are all 
known compounds with known utility in the treatment of cancer. 

Claims 2-8, 13, 20-22 and 24-30 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Braude et al (WO 00/47215) and Pitha (US 4,727,064) in view of Jones (US 
4,555,504). 

Braude and Pitha teach as set forth above. The references do not teach the use of an 
antioxidant. 

Jones teaches the preparation of inclusion complexes comprising a CD and cardiac CGs, 
such as digoxin. These complexes are isolated by lyophillization (freeze-drying). See examples 
1, 2 and 6. The reference further teaches that CGs, generically, form complexes with CDs, 
affording a much greater solubility of these compounds. See col 1, lines 42-53. The reference 
teaches molar ratios (CD:CG) of 10:1 to 1:10. See col 2, lines 35-42. The weight ratios would be 
about 15:1 to 1:15 for digoxin and P-CD, for example. The reference further teaches the 
inclusion of typical pharmaceutical additives, such as buffers, antioxidant, binders and 
preservatives. See col 3, lines 58-65. 
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It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare the CD:CG complexes, as discussed above with the further 
addition of an antioxidant because Jones had taught its utility in such compositions. Jones further 
supports the idea that CGs, generically are suitable for complexation with CDs for enhanced 
solubility. In the absence of unexpected results, one of ordinary skill would reasonably expect 
success in preparing such a composition for the treatment of cancer. 

Claims 2-11, 13, 20-22 and 24-30 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Braude et al (WO 00/47215) and Pitha (US 4,727,064) in view of Jones (US 
4,555,504) and Stella et al (US 5,874,418). 

Braude, Pitha and Jones teach as set forth. The combination of references does not teach 
the full scope of additives and excipients recited in the claims. 

The recited additives and excipients are common and well known in the art. See, for 
example Stella at col 19-20. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare the compositions as set forth above. In the absence of unexpected 
results, it would be within the scope of the artisan to further modify them by the addition of any 
common additives or excipients known in the art. The examiner finds no criticality in any recited 
excipient. 
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Claims 2, 3, 5-8, 13 and 20-30 are again rejected under 35 U.S.C. 103(a) as being 
unpatentable over Braude et al (WO 00/47215) and Pitha (US 4,727,064) in view of Rubinfeld et 
al (US 5,824,668). 

Braude and Pitha teach as set forth. The combination of references does not teach the 
sterilization of such a composition by filtration. 

Sterilization of a solution by filtration is well known in the art. Rubinfeld teaches 
specifically that a solution comprising a cyclodextrin complex may be sterilized by filtration 
through a 0.2 micron filter and generally discusses the importance of purity and sterility in 
pharmaceutical products. See col 1 1, lines 25-58. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to sterilize a solution comprising a solution comprising a CG/CD complex 
by filtration. Preparation of sterile solutions for distribution and administration to human subjects 
is the standard of care in the pharmaceutical industry. It would be within the scope of the artisan 
to select any method, such as filtration, with a reasonable expectation of success. 

Claims 2, 3, 5-8, 12-22 and 24-30 are again rejected under 35 U.S.C. 103(a) as being 
unpatentable over Braude et al (WO 00/47215) and Pitha (US 4,727,064) and further in view of 
either of (1) Sasaki et al (US 4,454,315); (2) Larm et al (US 4,707,471); (3) Williams et al (US 
4,833,131); (4) Kanamaru et al (US 5,135,920) or (5) Raz et al (US 5,895,784). 

Braude and Pitha teach as set forth above. The combination of references does not teach 
the use of the polysaccharides recited in claim 12. 
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The polysaccharides recited in claim 12 are all known for the use in the treatment of 
cancer. See, for example, (1) Sasaki at abstract; (2) Larm at col 4; (3) Williams at abstract; (4) 
Kanamaru at abstract or (5) Raz at abstract. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to use the composition made obvious by Braude and Pitha for the treatment 
of cancer. In the absence of unexpected results, it would be further obvious to combine any other 
agent known to be effective in treating cancer, such as those recited in claim 12, for the additive 
effects. 

Applicant's arguments filed December 6, 2006 have been fully considered but they are 
not persuasive. 

Applicant professes an inability "to identify any teachings there [in (1) Sasaki; (2) Larm; 
(3) Williams; (4) Kanamaru; or (5) Raz] relevant to oleandrin/cyclodextrin combinations and 
their use in cancer treatment." As clearly stated above, Braude and Pitha teach the combination 
of oleandrin and CD for the treatment of cancer. It is settled law that it is prima facie obvious to 
combine components that are known to have the same utility for the expected additive effect. 
Given that the tertiary references teach that the recited polysaccharides have utility in the 
treatment of cancer, their addition to another composition, also known to have utility in the 
treatment of cancer, would be obvious. 

Applicant's amendment necessitated the new grounds of rejection presented in this Office 
action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a), Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 



Application/Control Number: 10/812,316 



Page 8 



Art Unit: 1623 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 



Any inquiry concerning this: communication or earlier communications from the examiner 
should be directed to Leigh Maier whose telephone number is (571) 272-0656. The examiner can 
normally be reached on Monday, Wednesday and Thursday 7:00 to 3:30 (ET). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Ms. 
Anna Jiang (571) 272-0627, may be contacted. The fax number for Group 1600, Art Unit 1623 
is (571) 273-8300. 

Visit the U.S. PTO's site on the World Wide Web at http.V/www.uspto.gov. This site contains 
lots of valuable information including the latest PTO fees, downloadable forms, basic search 
capabilities and much more. Information regarding the status of an application may be obtained 
from the Patent Application Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information for 
unpublished application is available through Private PAIR only. For more information about the 
PAIR system, see http://pair-direct.uspto.gov Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-2 17-9197. 
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